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REMARKS 

Claim 1 is the only pending claim. 

Reconsideration of the above-captioned application in light of the following 
discussion is respectfully requested. 

Claim 1 stands rejected under 35 U.S.C. §112, first paragraph, as allegedly not 
reasonably providing enablement for the prevention of inflammation and, therefore, the 
scope of the claimed invention for prevention of inflammatory diseases by using 
chemical compounds was thought to be too broad. 

Applicants respectfully submit that the specification of the presently pending 
application does provide reasonable enablement for the scope as set forth in the presently 
pending claim. Applicants respectfully direct the Examiner's attention to page 8, 
Example 3, of the application wherein the GAB A analog, pregabalin, was administered 
both before the induction of inflammation and after the development of inflammation in 
the animal model. The results of this experiment are set forth beginning on page 10, line 
15, of the specification through page 11, line 11. The results demonstrated that rats 
infused with pregabalin or its R-isomer through the spinal cord for 1.5 hours before 
injection of arthritis-inducing agents (kaolin and carrageenan) resulted in no secondary 
thermal hyperalgesia four-hours post-injection (see Figure 1, top panel). 

The infusion of pregabalin or its R-isomer into the spinal cord for 1.5 hours 
before the induction of arthritis also significantly reduced the amount of swelling typical 
after the injection of kaolin and carrageenan into the knee joint by approximately 30% 
(see Figure 1, middle panel). Further, pre-treatment with pregabalin or its R-isomer 
prevented the development of abnormal paw posture indicative of spontaneous pain (see 
Figure 1, bottom panel). 

Referring to page 12, Example 4, gabapentin, another GAB A analog, was 
evaluated in a similar assay and was also shown to be effective in both preventing and 
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reversing the effects of kaolin/carrageenan knee joint inflammation, secondary heat 
hyperalgesia, and spontaneous pain-related behaviors. 

Accordingly, Applicants respectfully submit that the data set forth in Examples 3 
and 4 demonstrate that GABA analogs, such as gabapentin and pregabalin, are effective 
in both preventing and reversing the effects of kaolin/carrageenan knee joint 
inflammation on secondary heat hyperalgesia and spontaneous pain-related behaviors. 
Applicants respectfully submit that the specification contains sufficient enablement for 
claims covering the prevention of inflammation and that the claims are commensurate in 
scope with the enablement provided in the specification. Accordingly, Applicants 
respectfully submit that the rejection of Claim 1 under 35 U.S.C. §112, first paragraph, 
has been overcome. 



Claim 1 stands rejected under 35 U.S.C. § 103(a) as being unpatentable over 
Satzinger et al. (U.S. 4,024,175) and further in view of Nagai (JP 60036413). 
Reconsideration of the rejection under 35 U.S.C. §103(a) as unpatentable over Satzinger 
et al. and further in view of Nagai is respectfully requested. 

The Examiner alleges that Satzinger et al. teach (column 2, lines 27-30) that the 
GABA analogs containing a cyclic alkyl 5-7 membered ring substituent on the delta (#3) 
carbon atom of GABA can be used to treat cranial trauma. The Examiner states that 
Nagai allegedly teaches that GABA itself treats inflammatory diseases (see abstract, last 
paragraph, line 3). 

The abstract of the Nagai patent discloses GABA and salts of GABA accelerate 
"the formation of granulation tissue, and as a result accelerates the cure of inflammation. 

Pending Claim 1 defines a method of using GABA analogs and the 
pharmaceutically acceptable salts thereof, for preventing and treating inflammatory 
diseases. 
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"GAB A" stands for gamma amino butyric acid. A salt of "GAB A" is simply a 
salt (eg., sodium) of gamma amino butyric acid. The presently claimed invention does 
not include the use of salts of GAB A. Rather, the methods of the instant claimed 
invention employ specifically defined analogs of GABA, including certain preferred 
analogs that are defined in the instant specification on page 4 at lines 2-11. The instant 
claimed method clearly discloses more than one GABA analog. Further, Hackh's 
Chemical Dictionary, 4 th ed. 3 J. Grant ed., McGraw-Hill Book Company, New York, 
1972, p. 44 (copy enclosed) defines the term "analogs" as being compounds with similar 
electronic structures but different atoms. Thus, Claim 1 defines a method of preventing 
and treating inflammatory diseases comprising administering to a subject in need of 
treatment an anti-inflammatory amount of a compound selected from a certain group of 
compounds that provide discrete bioactive agents in vivo that possess similar electronic 
structures but different atoms. 

Further, one of ordinary skill in the art would expect that in vivo, the bioactive 
form of GABA derived from administration of salts of GABA would be identical to the 
bioactive form derived from administration of GABA itself {i.e., the corresponding parent 
free acid compound). This is so because the bioactive form would be delivered to sites of 
inflammation dissolved in mammalian physiologic systems such as blood and synovial 
fluid, and it is well known that these systems are buffered. A buffered system, by 
definition, converts a free acid or free base form of a parent compound and corresponding 
acid/base salts thereof to the same form in solution. (The instant subjects are mammals, 
as described on page 5 at line 24.) Accordingly, one of ordinary skill in the art would 
know that administration of GABA, or a salt thereof, to a mammal would provide a 
single bioactive form of GABA in vivo. 

Further on page 4 at line 17, the phrase "Pharmaceutical compositions of a GABA 
analog or its salts are produced . . ." distinguishes that even a salt of a GABA analog is 
not a "GABA analog", as that term is now presently defined. 
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Accordingly, GABA analogs are compounds that, when administered to a 
mammal according to the method of the present invention, provide compounds in vivo 
that have similar electronic structures but different atoms when compared to the bioactive 
form of GABA. Administration of GABA itself (gamma amino butyric acid), or a salt 
thereof, would provide a bioactive agent in vivo that would clearly be different from the 
bioactive form provided by administration of an analog of GABA such as gabapentin, or 
a salt thereof. 

The above remarks are illustrated in the scheme below, which assumes 
physiological pH 7.4. 

Possible bioactive form 
Administered form (assuming physiological pH 7.4) 



NH 2 C0 2 H 



NH 3 + G0 2 * 




in vivo 




GABA (or a 
salt thereof) 



NH 2 CQ 2 H 



NH 3 + C0 2 * 




in vivo 




gabapentin (or 
a salt thereof) 



In the scheme, there is one predominant bioactive form of GABA, and salts thereof, and 
one predominant bioactive form of gabapentin, and salts thereof. (Predominant because 
no acid-base reaction is complete in solution.) Further, the bioactive form of GABA, and 
salts thereof, shares some, but not all, atoms and bonds with the bioactive form of 
gabapentin, and salts thereof. Clearly, salts of GABA are not analogs of GABA as that 
term is now defined. 
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Accordingly, at the time the instant invention was made, GABA analogs were not 
disclosed in the Nagai reference to be effective in treating inflammation. Further, as the 
Examiner admits, it was known at the time the invention was made that GABA analogs 
did not bind to the GABA receptor. Thus, while it was known that both GABA and 
GABA analogs were effective in prevention of seizures, it was also known that GABA 
analogs such as gabapentin worked via a biochemical mechanism different from binding 
to GABA receptors. To one of ordinary skill in the art, this meant that GABA 
pharmacology was not predictive of the pharmacology of GABA analogs. Accordingly, 
the Nagai reference would lead one of ordinary skill in the art away from the presently 
claimed method simply on the basis of these different biochemical mechanisms. Those 
possessing ordinary skill in the art would not have been expected to screen available 
analogs of GABA to see if the analogs possessed the same anti-inflammatory properties 
as GABA itself. Therefore it would not have been obvious to one of ordinary skill in the 
art to expect Satzinger's compounds to be effective for treating inflammation in view of 
Nagai. Moreover, to suggest that the skilled artisan would be expected to "screen" for 
active compounds suggests it might be obvious to try various compounds, but this is not 
the standard for obviousness under 35 U.S.C. § 103(a). 

In view of the above remarks, Applicants respectfully submit that the rejection of 
Claim 1 under 35 U.S.C. § 103(a) has been overcome. Applicants respectfully request 
reconsideration and withdrawal of the rejection. 

Claim 1 stands rejected under the judicially created doctrine of obviousness-type 
double patenting as being unpatentable over Claim 1 of United States Patent No. 
6,329,429. Applicants submit herewith a timely filed terminal disclaimer in compliance 
with 37 CFR §1. 321(c) to overcome this rejection. 

In view of the foregoing remarks, reconsideration of the rejection and 
advancement of the case to issue are respectfully requested. 
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The Commissioner is authorized to charge any fee or credit any overpayment in 
connection with this Communication to our Deposit Account No. 23-0455. 



Respectfully submitted, 




David R. Kurl 
Reg. No. 41,505 
Warner-Lambert Company 
2800 Plymouth Road 
Ann Arbor, MI 48105 
Tel. (734) 622-7304 
Fax (734) 622-2928 



Attachments - Hackh's Chemical Dictionary, 4 ed., J. Grant ed., McGraw-Hill Book 
Company, New York, 1972, p. 44 
Terminal Disclaimer 
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